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^2 0 0 2-0 9 3 3 9 8 



c»#«2] orl- i5»»7 \>o>mm±<DiiiHkt.mm±f!t&i>$& 

£ £ tf/ * 

[If #3(4] «B U X^ffiBR»«^^««3e^«»T?**»*^ 3 ^^a*® 
^ R§ £ J: Of/ * f=. 

R&^J:t)P/*felil&«*- 

ffl v% 5 If l * fc tt 2 lcia«<z>^P£ & <fc / * ttfettJB. 
[* 8 ] *HWBft*«C« v**lf l * fete 2 icftMlte^Wrfeitf /* fc 

[#§f8CDfN®ftl&t&] 
[0 0 0 1] 

#38U!tt, ttBRPSt*©*&«fe*tJ E /*fe»^I»^ ; tM«5BSi6K:BI > r«. 

b < ttO R L - l 3»*7 h &-£^<&.l&BRPSW. #9*.W£Bfr3l 3 &«£ftl3£ 

B&fej:tJf/*fett?&«K:«ffl*ES^(Z)»WK:@5'r* : feo^*«. 

[0 0 0 2] 

ORL-1 (opioid receptor-like 1) (FEBS Lett. 347, 284-288, 1994 
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, FEBS Lett. 341, 33-38, 1994) & 8 , k, 4 tt<D*\£*4 

KMtffcfcbx i 9 9 4^ic»jisnfcs*#t?»y. m<D7t¥*^ F&m&t 

>^rfn^ bTf&S^n^V^tflir'&b&V* (FEBS Lett. 341, 33-38, 1994) 

t£*k *j* m*T^u> mam*. mmizusmmizmmhT^z 

(Eur. J. Pharmacol. 340, 1-15, 1997, Pharmacol. Rev. 53, 381-415, 2001 
) . 

19 9 S^ORL-lg^lC^tSftHtt^VK^^V^feJ:^^^ 
<Dm$Ztnv~-zfK&?>TWk^mfeZft> *MtlJ (nociceptin 
) (Nature 377, 532-535, 1995) £ J: tF orphan in FQ (Science 270, 792-794, 
1995) £ifr&2*lfco J i/^^y\tl 7M©7^;i^^5^>f KT?, 

TV^di:#?li#3*XTV%S (Br . Pharmacol, ;9, 1261-1283, ' 2000) ... • 
[0 0 0 3] 

T^WKS^lSjSStlSwi: (Eur. J. Neurosci. 9, 194-197, 1997) £<fcrFy 

yPTV hv^X^iE^V^X (wild-type) tcit^T^M 

(long term potentiation ; LTP) tflElf ^^Kl&^T/CiibT 
(Nature 394, 577-581, 1998) jftTfc »K / S/ -fe ^ > • 

^WalgiC^bT«ITO^C#ffibTV^-5%©^#^e>tlTV^^ 0 * fc, 

Mffi*^«)6>tlSrt^?g^StlTV>S (Proc. Natl. Acad. Sci. USA 94, 148 
54-14858, 1997) . S&KI, ; bV9^Tf»iE«T9^ 

jaisiB^^wwsns-^^**^^^* (Proc - Natl - Acad - Sci - USA 96, 
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10444-10449, 1999) . J */tZ? X h UXKft LXffiW 

[0 0 0 4] 

&±<D r £ # ORL-l g&#T =Tn^ h a of / * fe « r > * =r-^ h « 

©%Sl^e>CD^m^> ##7*9 Na + «, i&JDSJ&ffilSIW^J:^ 

«fflH£*fBA£© A 3 3&«*»*©3C*JCfe V^T^ffi , r * * 3 £ *63 tlT V% 
5 (#112 0 0 0-2 64 6 6^, #H¥l 1-228575 0- 
2 1 2 2 9 0 # , EP 1 1 2 2 2 5 7, #|2 0 0 1 -3 9 9 74^, WO00 
/0 8 0 1 3 : , •: '3 64 2 1, WOO 0/2 7 8 1 5. WOO 0/1 4 
0 6 7, F • 9 9, 7- 4 0 , WO0 0/0 6 54 5, WO 9 9/5 9 9 9 7, 
WO 9 9/ 3. WOO 1/39767, WO 01/39775, WO 9 

9/2 9 6 9 6, WO 99/48492, WO 98/54168, WO 0 0/3 
10 6 1, #gg 2001-58991 -^^#^) . 
[0 0 0 5] 
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Molecular Medicine, Vol. 34(3), pp. 355-365, 1897&£) . 
[0 0 0 6] 

*?Twy&mmm, ^5h->&M&^v>5^ orl-is*#t 

7 i/•fe^>^•©%<D^3 , 6|eI^5:@-^^V^i:Mm^ltTV^S (J. Neuro- 
sci., Vol. 19(6), PP. 2152-2160, 1999) „ 

^ 0 0 7] 

JllS(3D«fce>lC, ORL- lg##i:«0yXA©Hffitt±<»SSfttV>^o 
ORL-1 *«#K:*f b7=T-* b £ bTfWB**fc^##3ftWIIH*fc bT 

&&frofe*S:Sk ORL - 15K##r=r-^ h#«B U XAHSRRSfc^tfffiBR 
[0 0 0 8] 

[|§H^©Hjg<Z)^M] 
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[0 0 0 9] 

1 . o r l - 1 g##r h z&m ?z mmmwo^mte j= / * 

2 . o r l - 1 *##r=r-;* h<D&m±<Dm%i&£mm±m®v : 5 zmmms* 

3 . ttSgK*tf«B U SIBBEST- MIS 1 * fett 2 tcSB«©^l»;i3 «fc / 
6. «B uXA|gliS|l|W^lSIRffi^^^^St&Sa3lc:|S^©^R&^*^/ 

ib 1 * tc » 2 Kmmo^m & * #/ * n. izmmm. 

8. i«ft&g^&jcmv^f&SBi *r~&2Kmm<D : ?ffi&&xf/$.t~te&Bmo 

[0 0 10] 

O R L - 1 f ^ICitlffi ^ttSft^ii: tt, #H 2000-26466 
1 -2 2 8 5 7 5#, Wl 0-2 1 2 2 9 0 EP 1 1 2 2 
2 5 7, Jf#H 2 0 0 1 -3 9 9 7 4^, WO0 0/0 8 0 1 3, W09 9/3 6 
421, WO 00/27815, WO 00/14067, EP0997464, 
WO 00/06545, WO 99/59997, WO 99/36421, WOO 
1/3 9 7 6 7, WOO 1/3 9 7 7 5, WO 9 9/2 9 6 9 6, WO 9 9/4 
8492, WO 98/54168, WO 00/31061, 2 0 0 1 - 5 8 

9 9 l^CD^iCggatStlTV>Str^U S?>fll^r5 Kft-Mrtfe^a 5 * 1 ; 

(RS) -8- (Ti2^-"7^>- 1 ~-f - 3, 8-hU 

Tif-^.tfa C4. 5] "fijy- 4 
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8 - (f^t: Fn— uy- 2-4 JV) - 3 1 --7x.—)l- 1 , 

3, 8- hurif-x^o [4. 5] v 2 ^j>-4-^>, 

i _ (i -i/s? utftr^ivtms- 4 -tr^u s?— -3-x^/i/-i f s- 
1 - (i -i/^n^-^5 L ;i/^^;i/-4 -tr^us?— ;v) -2- (4-^^^tr^ 

[0 0 11] 

14 K & m * # x. £ % © T* & v > o 

[0 0 12] 
[0 0 13] 

ORL - lS«#T^MSttfc*t6ft^lltt 4 ^SPt'W 

9U& ISft-fe^n-x, ?y?y. xf7'J>i-e^ 
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a 9 y 4 y s ti & & ffl v * t is m -r § ^ £ # ^ & . 

ggtjO. 1 ~ 5 0 0 0 m g, ^*l<lil~l 0 OOmgtlEt fettSfclBK: 
[0 0 14] 

[0 0 15] 

^fcH-ffrMl 10 - 0mg 

^jgg 50. Omg 

h^nni/T, ' ' 2 o. omg 

3KU^MfD'JFVK3 0 5. Omg 

5. Omg 

12 0. Omg 

jKU fcfn/l/fcTnU K>K3 0«I*«:JB^T«[-&U 2 0 * *y J/AOtB&jtb'tSt 
fyU^tv^i/'fASI^U it#7mm(Z);fr£JSV^, 1 & 1 2 0 m g <D 
[0 0 16] 
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7 0. o m g 



3 5. Omg 



2. Omg 



2. 7 mg 



0 . 3 mg 



12 0. Omg 



fr'J^RT^i/^ASa^U mX-J^K (4#) JCafogU 12 0mgCD 
[0 0 17] 

fGTivv : . : (RS) -8 - (T iZ^^ - 1 --f ft) - 1 - 7 1 , 3 

v- - h y Tif-^tfn C4. 5] ^jjy-A -*y, 

i , 3, 8-hUTif-^tfn C4. 5] fijy- 4 -*y, 
it&MC: l- (i ->>?n;r^;b*^;i/-4 -tr^u 2?-/i/) - 3-x^/i/ 

ib&WD : 1- ^-/W -2- (4- 

[0 0 18] 
lOftftl 1 : O R L - 1 

^ h*n&xxvMmis&*mi#*&*X"'c* c 3 h] -jt/^-j+ynm 

5 0 a L, ^WSigOO/tL, HiU^F C 3 H] -;j/t^f>5 0 
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hatman GF/B£ffiV%T, ■fe/WN--*:* # -T*PR3l2tjSbfco 7 -f /I/ # - b 
f c 50mmol/L Tr i s/HC l'Mt'3»btt, ^/t-TT^lC 
A*U ^^i'^^U'-^a >A^f^AC S-lKAmershamftt) 2mL£#D;t> 2£ 
t^*&^^>>^V-^3>#^>*-- (LSC-5 10 0, Alokaft) 
b fe„ & § tf) IC U KSttfl^** A * m fc. 

is^mf* (%) «*rj t ia*3t« (Kit) «wT<otf-#^;ic^oT^:mbfeo 

[0019] 

fi^lfl (%) ={1-(B-N)/(T-N)} XI 0 0 
N : ^mmmm^M. T : B : 

BEW£88t (Kit) =IC 50 /(1+L/Kd) 

I C 50 : 5 0%Itm L:*«U3«f>F««, K d :«U *f > 

fx 

[0 0 2 0] 

H 1 ICO R L - 1 g*#i|g^tt»©«*S^t. 

fc^WA, B, C [ 3 H] -7 >>iZ^><Z>&Sllr&lfiWU I 
C 50 «tt**l^*l8 6, 9 3, 3 6 0 nmo l/Lffcofe, Ki«tt* 
10. 4, 11. 3. 4 3. 7 nmo — ft-&4& 

Dttl 0 nmo 1 /LCDi&giCfcVMT, &f4 0 %©lfiWS:BbfeJCi: if* »J, 

ic so i, Kitm-et^oL 

JK±©«*J:y. b, cttv^ft%ORL-iK:3Bflii£&^-5£fc' 

[0 0 2 1] 

tbORL-l ^^i$MStfeHEK 2 9 3 $HI&&mv^, forskolin 

mic iscAMP ±#ic*m- em mm orl-i mm*t ^ 
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Kerbs-Ringer^ 1 0 0 n L &»L£ 0 ^JC^mH©*^®^ 5 '0/t L«I 
U 3 71CT S^f^W^^^- h bfeo $ e>tCforskolin^?^5 0 a L ( 
maHl /imol/L) £§Sj&DLT3 7^1 5^>^a/<-Mfc. ±*ff£ 
f&T, «^3fl2 0 0,aL£»IU ffiJ&A c AMP T V i2>f ftWzffr*. h 
tc a cAMP7*;t>ffflt>^l/©cAMPgI%cAMP7*;t>f^*; bB 
IOTRAK (Amersham Pharmacia Biotech) ^MV^TM^Ufeo 
[0 0 2 2] 

02i:cAMP7^t>f©S^5:Bt. 

jWCfcofco ORL- 1 gifliCStSaWtt^fr o c A 

MPl^fflHI^M^Afejc^iR ofc. — 

•tf;#4& CfcfcORL-l 5£$# Kl*f b T Jt: ; « V^Uffe *: ^ V JC =fe *> 1 s ^ 

, cAMPi4S:«I|lb^ofe. t&tit., - ".'r. -»ORL- 1S8#7> .„:' 

[0 0 2 3] 

JOIICtt*6^B»#«fiJ:tlPW«IHI«a«l (TA10TA-F20) OKKAtt*. 

||fcofeB#M (circadian time; CT, 
i^KOl^^i'SHl&CT 12tbl 0SCTO~CT24T»at. ) 
ICORL- lg§#7df-^ h U 5^#©3S»*fi«fc^ffiSE'fb 
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[0 0 2 4] 

ORL-l^§f7^ h-efeSffc-^A 1 Omg/kg&CTO^fcttCT 

. *n**i2. 8*fe»i. 7*w©ia;«tlr3i«««Ka*ifc- f&fcfc* ORL 

HtfmbfrlZte^fe. [0 0 2 5] 

±mmmmmz.v. o r l - 1 sw#r ^ =^ b s**tsi»tti«iii. « 
[®®©ffi#^^p^] 

1 ] ORL-l. rf , KD^S^tit^S. 

|2] c AM F •' v i? -< <C13-T. • ': S . 
[03] ORL-ix.. :-V--^hTf**ft-&*AK:J:«9y 



1 1 
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0.1 



[02] 

150 
125 



50 
25 



1 10 100 1000 10000 
Concentration (nmol/L) 



0.1 1 10 100 1000 

Concentration (nmol/L) 



o m&it^m A 



O feSHt^A 

• m$nt-£<& B 

A IfciSHb^iJ D 
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2 0 0 2 — 0 9 3 3 9 8 



[0 3] 



CT 0 CT 6 




Time of day Time of day 

o:$fc®Ht^$jA 10mg/kg, i.p. 
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